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=> d his 

(FILE 'HOME' ENTERED AT 14:35:51 ON 15 APR 2003) 

FILE 'REGISTRY' ENTERED AT 14:36:00 ON 15 APR 2003 

LI STRUCTURE UPLOADED 

L2 50 S LI 

L3 2781 S LI FULL 

FILE 'CAPLUS' ENTERED AT 14:40:20 ON 15 APR 2003 
S LI 

FILE 'REGISTRY' ENTERED AT 14:40:25 ON 15 APR 2003 
L4 50 S LI 

FILE 'CAPLUS' ENTERED AT 14:40:26 ON 15 APR 2003 
L5 31 S L4 

L7 8 °5 S L6 AND (CEREBROVASCULAR DISORDER* OR CEREBRAL INFARCTION OR T 

=> d que 17 stat 
LI STR 




[CCA/ XX 




Structure attributes must be viewed using STN Express query preparation. 

L3 2781 SEA FILE=REGISTRY SSS FUL LI 

L6 807 SEA FILE=CAPLUS ABB=ON PLU=ON L3 

L7 5 SEA FILE=CAPLUS ABB=ON PLU=ON L6 AND (CEREBROVASCULAR 

DISORDER* OR CEREBRAL INFARCTION OR TRANSIENT ISCHEMIC ATTACK 
OR TIA OR CEREBRAL APOPLEXY OR CEREBRAL HEMORRHAGE OR SUBARACHN 
OID HEMORRHAGE OR CRANIAL HEMORRHAGE OR CEREBROVASCULAR 
DEMENTIA OR HYPERTENSIVE ENCEPHALOPATHY) 



=> d 1-5 ibib iabs hitstr 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S): 

PATENT ASSIGNEE(S): 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:755214 CAPLUS 

Preparation of N-isoxazolyl bi phenyl sulfonamides and 
related compounds as dual angiotensin II and 
endothelin receptor antagonists. 
Murugesan. Natesan; Telle*. John E. : Macor, Jhon 
Gu, Zhengxiang 

IKS. Pat. Appl. Pub!., 206 pp.. Cont.-in-part of U.S. 

Ser. No. 643.640. abandoned. 

CCOEN: USXXCO 

Patent 

English 



PATENT NO. 



KINO DATE 



APPLICATION NO. DATE 



US 2002143024 
PRIORITY APPLN. INFO. 



OTHER SOURCE(S) : 
GRAPHIC IMAGE: 



Al 20021003 



US 2000-737201 20001214 

US 1998-91847P P 19980706 

US 1999-345392 B2 19990701 

US 1999-464037 B2 19991215 

US 2000-481197 B2 20000111 

US 2000-513779 A2 20000225 

US 2000-604322 A2 20000626 

US 2000-643640 B2 20000822 
MARPAT 137:263024 




m^ds. CI: Rl - specified oxoimidazolyl . 1^^^^' 
pyridyloxy. triazolyl. quinolinyloxy, etc.: R2 = H. halo. CH0. (halo)alKyi. 
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to give the 4' -bromomethyl deriv. (901). reacted with 2- butyl -1.3 
(4 5-dimethyl-3-isoxazolyl)-[l.r-biphenyl]-2-sulfonamide. 

it 254738-13-1P. lH-Benzimidazole-7-carboxylic acid. 

H 2 .C[(3.4-dimethyl-5-isoxazolyl)amino]sulfonyl][l,r-b iP henyl]-4- 

vllmethy ]-2-ethoxy-. methyl ester 254738-14-2P. 

S^azole-7 y carboxylic ^^^^^ 
isoxazolyl)amino]sulfonyl][l.l'-biphenyl]-4-yl]methyl3-2-ethoxy 

254738-15-3P. lH-Benzimidazole-7-carboxylic acid. ... 
lT2'-[[(3 4-di m ethyl-5-isoxazolyl)a m ino]sulfonyl][l.r-biphenyl}-4- 

yllmethy >2-ethyl-. methyl ester 254738-16-4P. 

1H Benzim dazole -7-carboxylic acid. l-[[2' -Ct(3.4.d1iriethyl-5- 

254738-19-7P. lH-Benzimidazole-7-carboxamide. 1-[[Z -[[13.4 
dimethyl : S ,l^1yl)«1no]sulftiwl]-2-[(3.3-*^^^w- 1 - . 

254738- 20-0P 1H- Benz imidazole- 7 -carboxamide. 1-[U -LLJ.J.*- 
dimethyl 5-isoxazolyl )anilno]sulfonyl]-2-[(3.3-dimethyl-2-oxO i .l- 
Srrol idinyl )methyl ][1 . r -biphenyl ]-4-y1 ]methy ]- 2-et oxy- .N-dimethyl - 

254739- 72 5P. lH-Benzimidazole-7-carboxarmde. l-[[2 -fW.»- 
S 5 i S oxazoly1>anino]sulfonyl]a 

N-methvl- 254739-73-6P. lH-Benzimidazole-7-carboxylic acid 
1-cS [(3 4-dimethyl-5-isoxazolyl)amino]sulfonyU[l,r-biphenyl]-4- 
vnmethyl]-2-ethyl-. phenylmethyl ester 254739-74-7P. 
Knzim dazole 7-carboxylic acid. Ht2' -CC«-4-d1-etnafl-S- 
sox o yl amino]sulfonyl][l.r-biphenyl>4 
2 phenylethyl ester 254739-75-8P. lH-Benzimidazole-7-carboxylic 
acid i.[[2 , -[[{3.4-dimethyl-5-isoxazolyl)amino] 5 ulfonyl][l,l -biphenylj 4 
yl]methyl>2-ethyl-. 2-(2-oxo-l-pyrrolidinyl)ethyl ester 
254739-76-9P. lH-Benzimidazole-7-carboxylic acid, 
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ylmethyll-2-ethyl-. 3-(2-oxo-l-pyrrolidinyl Ipropy es er 
, U7 , Q n-i.Rp iH-Benzimi dazole- 7 -carboxamide, 1-LU -LLU.4- 
SyVSisoxazol^ 

N-methvl- 254739-84-9P. lH-Benzimidazole-7-carboxamide. 
yllmethyn-2-ethoxy-N.N-dimethyl- 254740-51-7P 

viimPthv l-2-ethoxy- 254740-53-9P. lH-Benzimidazole-7-carboxylic 

acid 5 Cl2 -[S 5-dimethyl -3-i soxazolyl )amino]sulfonyl ][1 . 1" -biphenyl ]-4- 

vnmethyl]-2-ethyl-. methyl ester 254740-54-0P. 

m imidazole 7-carboxylic acid. l-tC2'-[[(4 5-dmethyl- - 

isoxazolyl)amino]sulfonyl][l.r-biphenyl -4-yl]methyl]-2-ethyl- 

254740-55-1P. lH-Benzimidazole-7-carboxylic acid. H , mOThvl ? QX0 . 

l r 2 -?r(4 5-dimethyl-3-isoxazolyl)amino]sulfonyl]-2-[(3.3-dimethyl-2-oxo 

1- rroSidinyl)methyl][l.r-bi P henyl]-4-yl l]methy -2-ethoxy 
254740-57-3P, lH-Benzimidazole-7-carboxamide. 1-[[Z ■[»■»■ 

p;rol^inyl)methyl][l.r-biphenyl]-4-yl]methy ]- ? et oxy- N -methyl - 
254740-58-4P. lH-Benzimidazole-7 -carboxamide. 1-[[Z -LL^.s 
£S*3iioxazolyl)a^ 

p^dinyl )methyl ][1 . 1 ' -biphenyl ]-4-yl ]m ethy ]- -et oxy-N N-dimethyl - 
ki .^p iH-Benzimidazole-7-carboxamide, l-LL^ 
Sl3isoxLol" 
N methvl- 254742-53-5P. lH-Benzimidazole-7-carboxylic acid. 
1-K2 " [(f™methyl-3-isoxazolyl)amino]sulfonyl][l.r-biphenyl]-4- 
vllmethvll-2-ethyl-. phenylmethyl ester 254742-54-6P. 
y iSSdLole y 7-ca?boxylic acid, KB?"!*^* 
isoxazolyl)amino]sulfonyl][l.r-biphenyl]-4 ;; ' ^J' 2 ^ c " 
o ^h««„ilthvi oct-pr 254742-56-8P. lH-Benzimidazole-7-carDoxync 

cSh cr-c ^^"»w»»3»iw« l - 1, - M P ,,lw11 - 4 - 

yUmethyll-2-ethyl-. 2-(2-oxo-l-pyrrolidinyl)ethyl ester 
254742-58-0P. lH-Benzimidazole-7-carboxylic acid Mnhpnuin . 4 . 
M[2'-[[(4.5-dimethyl-3-isoxazolyl)aminolsulfonyl [1.1 -biphenyl]-4 
yl methy1]-2-ethyl-. 3-C2-oxo-l-pyrrolidinyl)propyl ester 
K7.1P m-Benzimidazole-7-carboxannde. l-[[2 -U(4.t> 

N-mPthvl- 254742-68-2P. lH-Benzimidazole-7-carboxamide. 

ii^l^oiS'Sl^^lfled): SPN (Synthetic preparation): THU 
(WfapeSc ule); BIOL (Biological study): PREP (Preparation): USES 

(US (pre P n. of N-isoxazolyl biphenyl sulfonamides and related compds. as 
dual angiotensin II and endothelin receptor antagonists) 
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5 SSSSLS^c^nc-i... Ht2--tc<3^ & (9CI) 

i SO Kazolyl)am1no)$uHonylKl.r-blptKnyl]-4-yl]Ktliyl]-2-ethoxy (9C1) 
(CA INDEX NAME) 



C02H 




ester (9CI) (CA INDEX NAME) 
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RN 254738-16-4 CAPLUS -[[ (3.4-d1methyl -5- 

INDEX NAME) 




254738-17-5 CAPLUS - 4 . methyl -5- 

lHhBenzimidazole-7-carboxylic acid. -[[(3.4 awewyi 

(9CI) (CA INDEX NAME) 



0 — N 



RN 254738-18-6 CAP ^-[[a^dlMthyl-S- 
INDEX NAME) 



PAGE 1-A 



-or. 
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RN 254738-19-7 CAPLUS 4-dimethyl-5- 
ru in-Benzimidazole-7-carboxaniide. 1-CC2 -[[(3.4 aimeinyi 

(CA INDEX NAME) 
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RN 254738-20-O CAPLUS rr2'-[[(3 4- dimethyl -5- 

(9CI) (CA INDEX NAME) 
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RN 254739-72-5 CAPL " S x 1 . [[ 2'.[[(3.4-d1methy1-5- 
(9C1) (CA INDEX NAME) 




RN 254739-73-6 CAPLUS d M[2 ' -[[(3.4-dimethyl-5- 

phenylmethyl ester (9CI) (CA INDEX NAME) 



10/031.398 



L7 ANSWER 1 OF 5 CAPLUS COPYRIGHT 2003 ACS (Continued) 




ow ?«U7"}Q-74-7 CAPLUS 

CN lH-Benzim1dazo1e-7-carto«y11cacW. l-[[2^[(3.4-d1methy1-5- 
;soxazo 1y l)a,n1no]sulfonyn[l.r-biphenyn-4-yUmethyl]-2-ethyl- 

2-phenylethyl ester (9CI) (CA INDEX NAME) 
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(j-0-CH2-CH2-Ph 




RN 254739-75-8 CAPLUS 

CN lH-Benzinndazole-7-carboxylic acid. ^ "2 " -CC(3.4-dimethy1 -5- 
1 soxazoly 1 ) annno]sul f onyl ][1 . 1 ' - M phenyl J-4-y *jOvl 1-2-ethyl - 
2-(2-oxo-l-pyrrol1dinyl)ethyt ester (9CI) (CA INDEX NAME) 



S lH 4 Ben^fda 2 ote L 7 S carboxylic acid, l-CK'-t^'^n^hil 
isoxazolyl^sulfo^ 

3-(2-oxo-l-pyrrol1dinyl)propyl ester (9CI) (CA INDEX NAME) 
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RN 254739-83-8 CAPLUS , _ 

CN lH-Benzimidazole-7-carboxamide. l-[[2 , -[t(3.4-dimethyl-5- 

(9CI) (CA INDEX NAME) 




Me 



RN 254739-84-9 CAPLUS 

CN lH-Benzimidazole-7-carboxamide. 1-CC2' -CCC3.4-d1methy1 -5- 

isoxazolyl )a>iino]su1 fonyl ][1 .1 ' -biphenyl ]-4-yI Jnethyl ]-2-ethoxy-N ,N- 
diflietnyl- (9CI) (CA INDEX NAME) 



RN 254740-51-7 CAPLUS 

ester C9CI) (CA INDEX NAME) 




RN 254740-52-8 CAPLUS 

1soxazolyl)amino]sulfony1][l.l'-biphenyI]-4-yl]methyl]-2-ethoxy- (9CI) 
(CA INDEX NAME) 




CN lSzim^zote-fcarboxylic acid. l-[[2' -[[(4.5-d1methyl-3- 



1 
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5 S&«ss^» « 

INDEX NAME) 




3 SL^car^^cacid. H^-CCC^-W* 

P yrrolidinyl)methyl][l.l'-bipheny1]-4-yl]-Tiethy1]-2-ethoxy . metnyi 
(9CI) (CA INDEX NAME) 




pjrrolKHnyDnetliyUtl.l'-btphmyn^-yljKaiyU-e-etKwy (vu) w 

INDEX NAME) 



C02H 




3 »LS^«rbo«1de. l- [[2 MC(4.5^tM-3- 

pyrrolidinyl)methyl][l,r-biphenyU-4-yl]methyl]-2-ethoxy N metnyi 
(CA INDEX NAME) 
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Me- 
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3 ^Sda^carboxyllcacld. 1-CU2" -[[(A.B-di.ethyl-S- 
C oxSliSsol fonyl ][1 . 1 ' -biphenyl ]-4-yl Diethyl ]-2-ethyl - 
phenylmethyl ester (9CI) (CA INDEX NAME) 



3 SSU SU-I*. l-CE2-- [ C(4,-di,e f y 1 -3. 
(9C1) (CA INDEX NAME) 




(9CI) (CA INDEX NAME) 




2 pSnylethyl ester (9CI) <CA INDEX NAME) 



Lo-CH2-CH2-Pr, 




2.(2-o»-l-pyrrol1d1iwl)etliyl ester (9CI) (CA index name) 
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^OEt 



(Continued) 





!sSX°~]s"'fwU[l.l--Ml*wn-4-yll««'wll-2-eth(«y-N.N- 
dlnethyl- (9CI) (CA INDEX NAME) 



3-<2.oxo-l-pyrroltd1ny\>propy1 ester (9C1) (CA INDEX NAME) 





3 ^LSK— di. ^"'-JVriS^fet^N-tnyl- 
1soxa2 0 lyl)amino]su1fonyl][l.l'-biphenyl]-4-yl>ethyl]-2-ethoxy-N methyl 

(9CI) (CA INDEX NAME) 



?<i4745-51-2P lH-Benzimidazole-7-carboxylic acid. . 
M2- U^-dinSlyl -5-1soxazoly1 )CC2-C(trlmethyl S 11y1 >oxy]et^methyl 
3amino]sul fonyl ][1 .1 ' -bi phenyl ]-4-yl ]methyl 1-2-ethoxy- , methyl ester 

aLino]sulfonyl]-2-[(3.3-dimett 1 yl-2-oxo-l-pyrrolidinyl) I nethyl][l.l - 
MnhenvlV4-vl]methyll-2-ethoxy-. methyl ester 
RL^ RCT (React ant) : SPN (Synthetic preparation): PREP (Preparation); 

(R "S °of re N a fsoxaz 0 lyl t>1 phenyl sulfonamides and related compds. as 
dual angiotensin II and endothelin receptor antagonists) 

5S£SLSS7?c«twllc acid. l-[[2'-[[(3.4-dimethyl-5- 

biphenyl]-4-yl]methyl]-2-ethoxy. methyl ester (9CI) (CA INDEX wni) 



; RACT 
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0-CH2-CH2-O-SiMe3 



3 =li»S«!l£«a:sss. 

, methyl ester (9CI) (CA INDEX NAME) 




j£ CH2-0-CH2-CH2-0-SiMe3 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR(S): 
CORPORATE SOURCE: 



SOURCE: 



„ COPYRIGHT 2003 ACS 
2002:551882 CAPLUS 
138:214720 

Potential for antihypertensive treatment with an 
ATI-receptor blocker to reduce dementia in the elderly 
Trenkwalder. P. 

Starnberg Hospital. Department of Internal Medicine. 
Ludwig Maximilian University Munich. Starnberg. 
Germany ... 
Journal of Human Hypertension (2002). 16(Suppl . 3). 
S71-S75 

CODEN: JHHYEN: ISSN: 0950-9240 
Nature Publishing Group 
Journal: General Review 
English 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 

A™ew : Hypertension is an established risk factor for stroke and other 
^cerebrovascular*- disorders. Both stroke and small lacunar 
infarct or white matter lesions can cause cognitive impairment nd dementia, 
and there is evidence that vascular risk factors play a major role in the 
SeJe oplen of both Alzheimer's disease and vascular dementia. Several 1 a ge 

S studies have shown that raised blood pressure in midlife is a st ong 
risk f or for dementia later in life: ^ er ^^ 0 ^P r «^h v Xs s 
following the development of dementia. The cognitive function hypothesis 

satr-'S sirs si-r-:sg- 

r? exeut 8-16 m or placebo. Candesartan was chosen for this stud, because 
i e fea1 "no . 1 o erated 1n elderly patients. SCOPE shoo d provide 
W ta f ZLL on the long-ten, effects of ATI-receptor oc er 
treatment with candesartan on morbidity-Including effects on cognitive 
K and cardiovascular mortality in elderly hypertensive patients. 

" r^SS SS!w: ™ <Tnerapeut1c use,; BIX 

"CIS* iSpSSS*. — ent with ATI-receptor Mooter to 
reduce dementia in elderly humans) 

ester (9CI) (CA INDEX NAME) 



i 
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DOCUMENT NUMBER: 
TITLE: 



INVENTORY ): 

PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



: Macor, John E. 



2001:453059 CAPLUS 

Separation of N-isoxazolyl bi phenyl sulfonamides and 
related compounds as dual angiotensin II and 
endothelin receptor antagonists. 
Murugesan. Natesan: Tel lew. John E. 
Gu. Zhengxiang 

Bristol-Myers Squibb Co.. USA 
PCT Int. Appl.. 287 pp. 
CODEN: PIXXD2 
Patent 
English 
3 



KIND DATE 



WO 2001044239 
WO 2001044239 
W: AE, AG, 
CU. CZ. 
IL. IN, 
MA. MD, 
SI, SK. 
AM. AZ. 
RW: GH. GM. 
DE. DK. 
BJ. CF. 
EP 1237888 

R: AT, BE. 
IE. SI. 
PRIORITY APPLN. INFO 



OTHER SOURCE(S): 
GRAPHIC IMAGE: 



A2 20010621 
A3 20011101 
AL, AM, AT. AU. 
DE. DK, DM. EE, 
IS. JP. KE. KG. 
MG. MK. MN. MW. 
SL. TJ, TM. TR. 
BY. KG. KZ, MD. 
KE, LS. MW. MZ. 
ES. FI, FR, GB, 

CG. CI. CM. GA. 
A2 20020911 

CH. DE. DK. ES, 
LT, LV. FI. RO, 



APPLICATION NO. DATE 
WO 2000-US33730 20001213 



MARPAT 135 



AZ. BA. BB. BG, BR. BY. 
ES. FI, GB. GO, GE. GH. 
KP. KR. KZ. LC, LK, LR, 
MX. NO. NZ. PL. PT. RO. 
TT. TZ. UA. UG. US. UZ. 
RU. TJ, TM 

SD, SL. SZ, TZ, UG. ZW. 

GR. IE, IT. LU. MC. NL. 

GN. GW. ML. MR. NE. SN, 
EP 2000-984282 

FR. GB. GR. IT. LI. LU. 

MK. CY. AL. TR 

US 1999-464037 A 
US 2000-481197 A 
US 2000-513779 A 
US 2000-604322 A 
US 2000-643640 A 
WO 2000-US33730 W 
:46172 



CA. CH, CN. CR. 
GM. HR. HU. ID. 
LS, LT. LU. LV. 
RU. SD. SE. SG. 
VN. YU. ZA. ZW. 

AT. BE. CH. CY, 
PT. SE. TR, BF. 
TD, TG 
20001213 
NL. SE. MC. PT. 

19991215 
20000111 
20000225 
20000626 
20000822 
20001213 
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TitlTcLds (I- Rl - specified oxoimidazolyl . pyridoimidazolyl . pyridylamino. 
t azolyl quinolinyloxy. etc.: R2 - H. ^Jo. CHO (halo)alkyl 
cycloalkylalkyl. alkenyl. alkynyl. alkoxyalkyl. al ox; , < y* o OH N02 etc.. 
R3 - heteroaryl: with provisos) were prepd. as dual angiotensin II and 
endothelin receptor antagonists for treatment of hypertension and other 
disease (no data). Thus. 4-BrC6H4CH20H was coupled with C2-[[(4.5-dimethy -3- 
fsoxazolyl)[(2-,ethoxyethox y ) ra ethyl]a m ino]sulfon y l]phenyl]boronic acid to give 
N-(4 5-dimethyl-3-isoxazolyl)-4 , -(hydroxymethyl)-N-[(2- . ^-^^ 

to aive the 4'-broniO(nethyl deriv. (90*). reacted with 2-butyl-1.3- 
Sazaspiro?4 Action hydrochloride, and defected (49* for two 
steps) to give II. 

IT 254738-13-1P 254738- 14-2P 254738-15-3P 
254738-16-4P 254738-17-5P 254738-18-6P 

254738- 19-7P 254738-20-OP 254739-72-5P 

254739- 73-6P 254739-74-7P 254739-75-8P 

254739- 76-9P 254739-83-8P 254739-84-9P 

254740- 51-7P 254740-52-8P 254740-53-9P 
254740 -54-0P 254740-55-1P 254740-56-2P 
254740-57-3P 254740 -58-4P 254742-51-3P 
254742-53-5P 254742-54-6P 254742-56-8P 

254742-58-0P 254742-67-1P 254742-68-2P /R in i nQica l 
RL- BAC (Biological activity or effector, except adverse); BSU (Biological 
LTu£«2f5Jd>: SPN (Synthetic preparation): THU (Therapeutic use); 
BIOL (Biological study): PREP (Preparation); USES (Uses) 

(prepn of N-isoxazolyl bi phenyl sulfonamides and related compds. as 
dual angiotensin II and endothelin receptor antagonists) 

Th iSzSdazKcarboxyllc add. l-[[2'-t[(3.4-di m ethyl-5- 

Isoxazolyl "aminolsul fonyl ][1 . 1 ' -bi phenyl ]-4-yl ]methyl 3-2-ethoxy- . methyl 
ester (9CI) (CA INDEX NAME) 
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^liL^carboxylic acid. ^^--[[(3.4-di m ethyl-5- 
isoxazolyl)amino]sulfony1][l.r-biphen y l]-4-yl]methyl]-2-ethoxy- (9CI) 

(CA INDEX NAME) 



C02H 




S ^SzSL^carbo^llcacld. l-[[2' -t[(3.4-dimethyl-5- 
ester (9C!) (CA INDEX NAME) 
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RN 254738-16-4 CAPLUS 

lH-Benzimidazole-7-CoiuuAjM ™ — - <.<■- . h . fQrn ffA 

lsoxazoly1)amino]sulfony1][l.r-bi P heny13-4-yl]methy1]-2-ethyl- (9CI) CCA 




S SSzSldaiole-7-Mrtwyllc acid. l-[[2'-[[(3.4-di m ethy1-5- 
isoxazolyl)amino]sulfony1>2-[(3.3-diinethyl-2-oxo-l- 
pyrrolidinyl)tnethyl][l.r-biphenyl]-4-yl]methyl]-2-eth 0 xy-. methyl ester 

(9CI) (CA INDEX NAME) 



— — ^ 



CN SSiSidazSlS-T^carboxyllc acid. 1-CC2' -KC3.4-d1«Uwl-5- 
isoxazolynamino]sulfony1]-2-[(3,3 ; dimethy1-2-ox0 5 l- 
P yrrolidinyl)methyU[l.l'-b1phenyU-4-yl]methyl]-2-ethoxy- (9C1) (CA 

INDEX NAME) 
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CN ^^zlffllLzSle-7-carboxamide. l-[[2--[[(3,4-dimethyl-5- 
(CA INDEX NAME) 



OX" 
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isoxaz 0 1y1)^n°^u1fonyl][l.r-biphenyl]-4-yl]methyl]-2-ethoxy-. methyl 

ester (9CI) (CA INDEX NAME) 
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isoxazolyl)a m ino]s U lfonyU-2-[(3.3-di m et yl-2jxa 2 l e 
pyrrolidinyl)methyl][l.l'-biphenyU-4-yl]methyl]-2-ethoxy . netnyi 
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pyrro11dinyl)R>ethyl][l.r-biphenyl]-4- y l]methyl3-2-ethoxy- (9CI) (CA 
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isoxazoly1)amlno]sulfony1][l.r-bi P henyl]-4-yl]methyl]-2-ethoxy n.n 

dimethyl- (9C1) (CA INDEX NAME) 
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( ^n.V«o1yl biphenylsulfonamides and related ccpds. as 
dual angiotensin II and endothelin receptor antagonists) 
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CH 2 -0-CH2-CH2-0-SiMe3 
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S iH^Be^lilLole-^carboxyllc acid. l-[[2'-[[(3.4-dimethy1-5- 
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CN lKz midazole-7-carboxylic acid, l-[[2' -[[(3.4-di^thyl -5- 
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S ^KiL^cartoxy^cacld. l-tC2'-[[(3.4-di m ethyl-5- 
isoxazolyl)amino]sulfonyl]-2-C(3.3-dimethyl -2-oxo-l- 
pyr^olidinyl )methyl ][1 .1" -bi phenyl ]-4-yl Jmethyl ]-2-ethoxy- (9CI ) (CA 
INDEX NAME) 



CN S£SLS5Kf«riWl*. l-[[2'-[[(3.4-diTnethyl-5- 
isoxazolyl)aitiino]sulfonyl]-2-[(3.3-dlfnethyl-2-oxo-l- 
pyrrol idlyl)<neW (9CI) 
(CA INDEX NAME) 
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CN ^SL^carboxa^de. Iff,M* 

1soxazolyl)ain1no]sulfonyl][l.r-biphenyl]-4-yl]inethyl]-2-ethy1-M-iiiethyi 

(9CI) (CA INDEX NAME) 



RN 254738-20-0 CAPLUS rf whvl 5 

CN lH-Benz1midazo1e-7-carboxamide. l-[[2 -[[(3.4-dimethyl-5- 
isoxa20lyl)amino]s U lfonyl]-2-[(3,3-d1^thy1 : 2-oxo-l- 
pyr TO lid1rvl)«nethyl][l.l'-biphenyl]-4-yl]methyl]-2-ettu)xy-N.N-diinetnyi 

(9CI) (CA INDEX NAME) 



Me 

JL-Me 




S SSiSLzS^crtwllc acid. HC2'-C[(3>d^thyl-5- 
i soxazolyl )amino]sul fonyl ][1 . T -biphenyl ]-4-yl ]methyl ]-2-ethy1 - . 

phenylmethyl ester (9CI) (CA INDEX NAME) 
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2-phenylethyl ester (9CI) (CA INDEX NAME) 
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2-(2-oxo-l-pyrrolidinyl)ethyl ester (9CI) (CA INDEX NAME) 
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5 ?Sz^iLS S carboxyHcacid. ^^^^ 
isoxazolyl)an,ino}sulfonyl][l.r-b ;P heny -4-y «yl- 
3-(2-oxo-l-pyrrolidinyl)propyl ester (9CI) (CA INDEX NAME) 



10/031,398 



L7 ANSWER 4 OF 5 CAPLUS COPYRIGHT 2003 ACS (Continued) 
Me^A^_ N1 



:=o 

H2)3 



(9CI) (CA INDEX NAME) 



Page 14 

L7 ANSWER 4 OF 5 CAPLUS COPYRIGHT 2003 ACS (Continued) 



Me 



ester (9CI) (CA INDEX NAME) 




(CA INDEX NAME) 



S SSSL^cirto*.*. -" 2 '^;ris;{vret h o,-NN- 

isoxazolyl)amino]su1fonyl][l.r-biphenyl]-4-yl]methyl]-2 ethoxy N.N 
dimethyl- (9CI) (CA INDEX NAME) 
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5 XnSL^carboxyHcacid. WW.*?*** 

sox^lyl)arnino]sulfonyl>2-t(3.3-di m ethyl- J-™;*" (CA 

pyrrolidinyl)™ethyl][l.r-b1phenyl]-4- y I]n,ethyl]-2-ethoxy- (9CI) (CA 

INDEX NAME) 




(CA INDEX NAME) 
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™ iSzSiL^carbo^llc add. 1-t C2' -CC<4 .5-dimethyl - 3- 
i soxazolyl )amino]sulfonyl ][1 . 1' -biphenyl ]-4-yl Jnethyl ]-2-ethyl - 
pnenylmethyl ester (9CI) (CA INDEX NAME) 



RN 254740-58-4 CAPLUS 

CN lH-Benzimidazole-7-carboxamide. l-[[2 , -[[(4,5-dimethyl-3- 

isoxazolyl)amino]sulfonyl]-2-[(3.3-dimethyl-2-oxo-l- H , mothul 
pyrrol idinyl )methyl ][1 . r -biphenyl ]-4-yl Jnethyl ]-2-ethoxy-N. N-d1methyl - 
(9C1) (CA INDEX NAME) 




RN 254742-51-3 CAPLUS 

CN lH-Benzimidazole-7-carboxamide. l-[[2 , -[[(4.5-dimethyl-3- 

lsoxazolyl)amino]5ulfonyl][l.r-biphenyl]-4-yl]methyl]-2-ethyl-N-n 1 eth y l- 

(9CI) (CA INDEX NAME) 
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lH-Benzimidazole-7-carboxylic acid. l-[[2'-[[(4.5-d1methy1-3- 
i soxazolyl )amino]sulfonyl ][1 .1' -biphenyl ]-4-yl ]methyl ]- 2- ethyl - 
2-phenyl ethyl ester (9CI) (CA INDEX NAME) 



t_0_CH2-CH2-Ph N 0=b=O 



r " m I 
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i soxazolyl )amino]sulfonyl -biphenyl ]-4-y1 ]methyl ] -2- ethyl - 
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CN lH-Benzimidazole-7-carboxylic acid. 1-CL2 -tCJ^B-dimethyV-S- 
isoxazolyDamlnolsulfonyntl.r-blphenyl Jnethyl - 
3-(2-oxo-l-pyrrolidinyl)propyl ester (9CI) (CA INDEX NAME) 




RN 254742-67-1 CAPLUS 

CN lH-Benzimidazole-7-carboxamide. ^t^" ' CC^ .5-dimethyl -3- 

1soxazolyl)an ) ino]sulfonyl][l.r-biphenyl]-4-yl3n l ethyl]-2-ethoxy-N- m ethyl- 

(9CI) (CA INDEX NAME) 
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1 soxazolyl )amlno]sulfonyl][l.r -biphenyl ]-4-yl]raethy1 ]-2-ethoxy-N.N- 

dimethyl- (9CI) (CA INDEX NAME) 




1T R^RCT^Reac^ preparation); PREP (Preparation): RACT 

(Reactant or reagent) rnmiu(c , c 

(prepn of N-isoxazolyl biphenyl sulfonamides and related compos, as 
dual angiotensin II and endothelin receptor antagonists) 
RN 254745-51-2 CAPLUS , _ 

CN lH-Benzimidazole-7-carboxylic acid. l-CC2'-[[(3.4-dimethyl-5- 

isoxazolyl )[[2-[<trimethy1silyl >oxy]ethoxy]inethyl]am1no]su ^JCJ- " 
biphenyl ]-4-yl Jnethyl ]-2-ethoxy-. methyl ester (9CI) (CA INDEX NAME) 



:H2-0-CH2-CH2-0-SiMe3 



isoxazolyl )rt2-[(trimethylsilyl)oxy]ethoxy]methyl]ammo]sulfony JJ-2-U3.3- 
JSl y 2-oxo-l-pyrrolidinyl)methyl][l.r-biphenyl]-4-yl]methyl]-2-ethoxy- 
. methyl ester (9CI) (CA INDEX NAME) 
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ester (9CI) (CA INDEX NAME) 

C™ E \H A Benzimia^ole-7-carboxylic acid. 2-ethoxy-l-[C2'-(lH-tetrazol-5- 
yl)[l.r-biphenyl]-4-yl]methyl]-. l-[[(cyclohexyloxy)carbonyl]oxy]ethyl 
ester, (.+-.)- 

OTHER NAMES ' 

CN ( +-.)-l-Hydroxyethyl 2-ethoxy-l- [p-(o-lH-tetrazol-5-yl phenyl )1 ]-7- 

benzimidazolecarboxylate, cyclohexyl carbonate (ester) 
CN Atacand 

CN Candesartan cilexetll 

CN TCV 116 

CN TCY 116 

FS 3D CONCORD 

DR 139481-74-6, 198077-85-9 

MF C33 H34 N6 06 

LC STN Files- ADISINSIGHT. ADISNEWS. ANABSTR , BIOBUSINESS. BIOSIS. 

BIOTECHNO. CA. CANCERLIT. CAPLUS. CASREACT. CBNB CHEMCATS CIN 0 FU, 
DIOGENES. DRUGNL. DRUGPAT. DRUGU, DRUGUPDATES. EMBASE, IPA. MEDLINE. 
MRCK*. PHAR. PROMT. RTECS* , SYNTHLINE. TOXCENTER. USAN. USPAT2. 
USPATFULL , t . 

(*File contains numerically searchable property data) 
Other Sources: WHO 



ox, 




L10 ANSWER 2 OF 9 REGISTRY COPYRIGHT 2003 ACS (Continued) 

PAGE 2-A 



6 



"-PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

340 REFERENCES IN FILE CA (1962 TO DATE) 

5 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
340 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 



1: 138:231500 

2: 138:214720 

3: 138:210444 

4: 138:163223 

REFERENCE 5: 138:158871 

REFERENCE 6: 138:147508 

REFERENCE 7: 138:147482 

REFERENCE 8: 138:147418 

REFERENCE 9: 138:66247 

REFERENCE 10: 138:61310 
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LIO ANSWER 3 OF 9 REGISTRY COPYRIGHT 2003 ACS 
RN 144701-48-4 REGISTRY 

CN [1 l'-B1phenyl]-2-carboxyl1c acid. 4'-[(1.4'-dimethyl-2 - P ropyl[2.6 -bi-lH- 

Uzlmtdazon-r-yDmethyU- C9CO (CA INDEX NAME) 
OTHER NAMES: 

CN 4^[4-Methyl-6-(l-methyl-2-benzimidazoly1)-2-propyl-l- 

benziml dazoly 1 Jnethyl ] - 2- bi phenyl carboxyl ic aci d 
CN BIBR 277 
CN BIBR 277SE 
CN Mi cardi s 
CN Pritor 
CN Telalsartan 
FS 3D CONCORD 
MF C33 H30 N4 02 
CI COM 

LC STN Files- AD1S INSIGHT. ADISKEWS. BIOBUSINESS. BIOSIS. BIOTECHNO CA 

CANCERLIT CAPLUS. C8NB. CHEMCATS . CHEMINFORMRX. CHEMLIST. CIN. CSCHEM. 
DDFU. DIOGENES. DRUGNL. DRUGPAT. DRUGU. DRUGUPDATES. EMBASE IPA. 
MEDLINE. MRCK*. PHAR, PROMT. SYNTHLINE. TOXC ENTER, USAN. USPAT2. 
USPATFULL 

(*File contains numerically searchable property data) 
Other Sources: WHO 



LIO ANSWER 3 OF 9 REGISTRY 


REFERENCE 


2: 


138:215317 


REFERENCE 


3: 


138:198540 


REFERENCE 


4: 


138:163224 


REFERENCE 


5: 


138:158871 


REFERENCE 


6: 


138:130848 


REFERENCE 


7: 


138:100631 


REFERENCE 


8: 


138:82835 


REFERENCE 


9: 


138:44556 


REFERENCE 


10: 


138:19309 




"PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

156 REFERENCES IN FILE CA (1962 TO DATE) 

157 REFERENCES IN FILE CAPLUS (1962 TO DATE) 

REFERENCE 1: 138:226765 



LIO ANSWER 4 OF 9 REGISTRY COPYRIGHT 2003 ACS 
RN 144689-24-7 REGISTRY 

CN lH-Imidazole-5-carboxylic acid. ^-tl-^^fW-l-^l^^-ZlP^ 1 - 
[[2'-(lH-tetrazol-5-yl)[l.r-biphenyl]-4-yl]methyl]- (9CI) (CA INDEX 

NAME) 
OTHER NAMES: 
CN Olmesartan 

CN RNH 6270 
FS 3D CONCORD 
MF C24 H26 N6 03 

LC STN Files: ADISINSIGHT, BIOSIS. CA. CAPLUS . DRUGPAT . DRUGUPDATES. IPA, 
PROMT. TOXCENTER. USPATFULL 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

21 REFERENCES IN FILE CA (1962 TO DATE) 
21 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



LIO ANSWER 5 OF 9 REGISTRY COPYRIGHT 2003 ACS 
RN 139481-59-7 REGISTRY 

CN lH-Benzimidazole-7-carboxy1ic acid. 2-ethoxy-l-[[2'-(lH-tetrazol-5- 
y1)[l.l'-blpheny1]-4-yl Jnethyl]- (9CI) (CA INDEX NAME) 

CN H£R 2 N Ethoxy-l-[[2- -UH-tetrazol -5-yl )biphenyl -4-yl ]methyl ]-lH-benzinridazole-7- 

carboxylic acid 
CN Candesartan 
CN Candesartan Ml 
CN CV 11974 
FS 3D CONCORD 
MF C24 H20 N6 03 
CI COM 
SR CA 

LC STN Files: ADISINSIGHT. ADISNEWS. ANABSTR. BIOBUSINESS, BIOSIS 
BIOTECHNO. CA. CANCERLIT. CAPLUS . CBNB. CHEMLIST. CIN. OI0GEKES. 
DRUGUPDATES. EMBASE. IPA, MEDLINE. MRCK* , PROMT. TOXCENTER. USAN. 
USPAT2, USPATFULL 
(*File contains numerically searchable property data) 




C02H 

**PR0PERTY DATA AVAILABLE IN THE "PROP' FORMAT** 



REFERENCE 


1: 


138:226765 




327 REFERENCES IN FILE CA (1962 TO DATE) 










5 REFERENCES TO NON-SPECIFIC DERIVATIVES IN 


REFERENCE 


2: 


138:158871 




330 REFERENCES IN FILE CAPLUS (1962 TO DATE) 


REFERENCE 


3: 


138:130974 


REFERENCE 


1: 


138:243276 


REFERENCE 


4: 


138:130810 


REFERENCE 


2: 


138:236216 


REFERENCE 


5: 


137:358176 


REFERENCE 


3: 


138:226765 


REFERENCE 


6: 


137:304828 


REFERENCE 


4: 


138:215317 


REFERENCE 


7: 


137:11015 


REFERENCE 


5: 


138:214718 


REFERENCE 


8: 


137:440 


REFERENCE 


6: 


138:214716 


REFERENCE 


9: 


136:128768 


REFERENCE 


7 


138:214715 


REFERENCE 


10: 


135:338594 


REFERENCE 


8 


138:214714 
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110 ANSWER 5 OF 9 REGISTRY COPYRIGHT 2003 ACS 
REFERENCE 9: 138:214713 

REFERENCE 10: 138:198384 



(Continued) 



L10 ANSWER 6 OF 9 REGISTRY COPYRIGHT 2003 ACS 

MphenJn-4-yl WhyU- (9CI) <CA INDEX NAME) 

4 -one 
CN Aprovel 
CN Avapro 
CN BMS 186295 
CN Irbesartan 
CN Karvea 
CN SR 47436 
FS 3D CONCORD 
MF C25 H28 N6 0 
CI COM 

fr STN Files- AD IS INSIGHT, ADISNEWS. ANABSTR. BIOBUS1NESS. B10SIS. 

aiOTKHHO CA CANCERLIT. CAPLUS, CASREACT. CBNB, CHEMCATS. CIN. DDFU. 
DIOGENES ' ORUGNL DRUG PAT . DRUGU, ORUGUPDATES . EMBASE. IPA MEDLINE. 
MRCK* PHAR PROMT. SYNTHLINE. TOXC ENTER. USAN. USPAT2. USPATFULL 
(*File contains numerically searchable property data) 
Other Sources: WHO 




^PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

362 REFERENCES IN FILE CA (1962 TO DATE) 

6 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
364 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



REFERENCE 1: 138:243276 
REFERENCE 2: 138:231534 
REFERENCE 3: 138:231507 



L10 ANSWER 6 OF 9 REGISTRY COPYRIGHT 2003 ACS 
REFERENCE 4: 138:226765 


REFERENCE 


5: 138:215317 


REFERENCE 


6: 138:214768 


REFERENCE 


7: 138:214713 


REFERENCE 


8: 138:198354 


REFERENCE 


9: 138:175664 


REFERENCE 


10: 138:162849 



L10 ANSWER 7 OF 9 REGISTRY COPYRIGHT 2003 ACS 

S t 3 K"l-("tyl) 

yl]methyl]- (9C1) (CA INDEX NAME) 
OTHER NAMES: 
CN CGP 48933 
CN Diovan 
CN Nisis 
CN Tareg 
CN Valsartan 
FS STEREOSEARCH 
DR 186597-74-0 
HF C24 H29 N5 03 
CI COM 

LC S^N Files: ADISINSIGHT, ADISNEWS. AGRICOLA, ANABSTR BIOBUS I JESS. 

RlfKIS B10TECHNO CA CANCERLIT. CAPLUS. CASREACT, CBNB. CEN. CHEMCATS , 

51 DF d SeS ORUGNL. DRUGPAT. DRUGU. ORUGUPDATES EHBASE . IPA. 
MEDLINE. MRCK*. PHAR. PROMT. SYNTHLINE. TOXCENTER. USAN. USPAT2. 

tS (*File~contains numerically searchable property data) 

Absolute stereochemistry. 




H02C*^Pr-i 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



368 REFERENCES IN FILE CA (1962 TO DATE) 

3 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
372 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



REFERENCE 1: 138:243276 
REFERENCE 2: 138:231535 



REFERENCE 3: 138:226765 
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L10 ANSWER 7 OF 9 REGISTRY COPYRIGHT 2003 ACS (Continued) 

REFERENCE 4: 138:226705 

REFERENCE 5: 138:215702 

REFERENCE 6: 138:215317 

REFERENCE 7: 138:214713 

REFERENCE 8: 138:158871 

REFERENCE 9: 138:130789 

REFERENCE 10: 138:89813 



L10 ANSWER 8 OF 9 REGISTRY COPYRIGHT 2003 ACS 
RN 133040-01-4 REGISTRY 

CN 2-Thiophenepropanoic acid, .alpha. -[[2-butyl -l-[(4-carboxyphenyUmethy1 ]- 

lH-1midazol-5-yl ^ethylene]-. ( .alpha. E)- (9C1) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 2-Thiophenepropanoic acid. . alpha. -[[2-butyl-l- [(4-carboxyphenyl)nx?thyl]- 
1H- lml dazol - 5-yl Jnethyl ene] • . ( E ) - 

CN^ ( E)^2 - Butyl - 1 - ( p- ca rboxybenzy 1 ) - . alpha . -2- thenyl imi dazol e- 5- ac ry 1 i c acid 

CN Eprosartan 

CN SKB 108566 

CN SKF 108566 

FS STEREOS EARCH 

MF C23 H24 N2 04 S 

CI COM 

SR CA 

LC STN Files- ADIS INSIGHT. ADISNEWS. ANABSTR, BEILSTEIN*. BIOBUS1NESS. 

BIOSIS BIOTECHNO. CA. CANCERLIT. CAPLUS, CASREACT. CBNB. CHEMINFORMRX . 
CIN DIOGENES. DRUGNL . DRUG PAT. DRUGUPDATES , EMBASE, IPA. MEDLINE, 
MRCK*. PHAR, PROMT. SYNTHLINE. TOXCENTER. USAN. USPAT2. USPATFULL 
(*F1le contains numerically searchable property data) 
Other Sources: WHO 

Double bond geometry as shown. 




^PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

200 REFERENCES IN FILE CA (1962 TO DATE) 

201 REFERENCES IN FILE CAPLUS (1962 TO DATE) 

REFERENCE 1: 138:215317 
REFERENCE 2: 138:158871 
REFERENCE 3: 138:100632 



L10 ANSWER 8 OF 9 REGISTRY COPYRIGHT 2003 ACS (Continued) 



REFERENCE 


4: 


138:100631 


REFERENCE 


5: 


138:83116 


REFERENCE 


6: 


138:213 


REFERENCE 


7: 


137:380012 


REFERENCE 


8: 


137:358176 


REFERENCE 


9: 


137:358120 


REFERENCE 


10: 


137:257397 



L10 ANSWER 9 OF 9 REGISTRY COPYRIGHT 2003 ACS 
RN 114798-26-4 REGISTRY 

CN lH-Imidazole-5-methanol. 2-butyl-4-chloro-l-[[2'-UH-tetrazol-5-yl)[l.l - 

biphenyl]-4-yl]methyl]- (9CI) (CA INDEX NAME) 
OTHER NAMES: 
CN DUP 89 
CN Lortaan 
CN losartan 
FS 3D CONCORD 
MF C22 H23 CI N6 0 
CI COM 
SR CA 

LC STN Files: ADISINS1GHT. ADISNEWS. AGRICOLA. ANABSTR. BEILSTEIN*. 

BIOBUSINESS. BIOSIS. BIOTECHNO. CA. CANCERLIT. CAPLUS, CASREACT. CBNB. 
CEN CHEMCATS. CHEMINFORMRX, CIN, CSCHEM. DDFU. DIOGENES , DRUGNL. 
DRUGPAT. DRUGU. DRUGUPDATES . EMBASE. MEDLINE. MRCK*. PROMT. RTECS* , 
SYNTHLINE. TOXCENTER. USAN, USPAT2. USPATFULL 
(*File contains numerically searchable property data) 
Other Sources: WHO 




**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 

1456 REFERENCES IN FILE CA (1962 TO DATE) 

15 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
1459 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



REFERENCE 


1: 


138:243419 


REFERENCE 


2: 


138:243276 


REFERENCE 


3: 


138:235485 


REFERENCE 


4: 


138:231516 


REFERENCE 


5: 


138:231504 


REFERENCE 


6: 


138:226854 


REFERENCE 


7: 


138:226765 



REFERENCE 



8: 138:226705 
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REFERENCE 9: 138:215317 
REFERENCE 10: 138:215254 
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1997:405439 Document No. 127:39817 Pharmaceutical compositions containing 
i mi dazopyri dines as angiotensin II antagonists. * MMrn . 
Sekine Yasuo; Kawanishi. Eiki; Narita. Hiroshi: Hashimoto Yoshih ro 
mzobe! Masakazu (Tanabe Seiyaku Co. Ltd., Japan) pn Ko ai To y 
Koho JP 09110691 A2 19970428 Heisei, 7 pp. (Japanese). CODEN. JKXXAK 
APPLICATION: JP 1995-267560 19951017. 

GI 




C02CH20C02CHR3R4 



AB o^rm^utiral rnmnns.. useful for treatment and/or prevention ^ 
hypertension, nephritis. " d l^tiT nephritis, primary aldosteronemia 
atherosclerosis, dementia. c^ret^a^^ heart 
failure and angina pectoris, contain imidazopyridines I (Rl, R3, R4 
low r IkJ R2 - lower alkanoyl; R3R4 may form C3-6 alkylene) or their 
Pharmacol" acceptable salts as active ingredients. I are easily absorbed 
by digestive tract and converted into active forms. I (Rl = Pr. R2 - Ac, 
R3 = R4 = Et) HC1 salt (II) at 0.3 mg/kg i.d. suppressed 61.6% 
angiotensin II-induced hypertension in dogs. LD50 of II 
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1996 319527 Document No. 125:25882 ME3221. a surmountable angiotensin 
ATI- receptor antagonist, prevents hypertensive complications in aged 
stroke-prone spontaneously hypertensive rats. Nagura. Jun; Hui . Chen; 
Yamamoto Mikio; Yasuda, Sumie; Abe. Mitsuhiro; Hachisu, Mitsugu; Konno. 
Fukio (Pharmaceutical Res. Center. Meiji Seika Kaisha. Ltd.. Yokohama 
222 Japan) Japanese Journal of Pharmacology, 71(1). 39-49 (English) 
1996. CODEN: JJPAAZ. ISSN: 0021-5198. Publisher: Japanese 
Pharmacological Society. , , rr „, ..„ 

AB The protective effects of ME3221, 3-methoxy-2,6-dimethyl-4-[[2 -dH- 
tetrazol-5-yl)-l l'-biphenyl-4-yl]methoxy]pyridine. on aged (32-wk-old) 
stroke-prone spontaneously hypertensive rats (SHRSP) were studied 
following long-term (for 8 mo) oral administration. At a dose of 10 
mg/kg/day ME3221 suppressed the mortality and the hypertensive 
complications obsd. in control SHRSP : cerebral apoplexy 
(hemorrhage and spongeform and malacia in the cerebral cortex), increased 
proteinuria, and total N-acetyl-.beta.-D-glucosaminidase activity, and 
cardiac hypertrophy and pleural effusion. The protective activity of 
ME3221 a surmountable angiotensin ATI-receptor antagonist, was comparable 
to losartan an insurmountable ATI-antagonist, and also to enalapnl, an 
angiotensin-converting enzyme inhibitor. In addn. ME3221 reduced the 
systolic blood pressure more effectively than the two ref. drugs. 
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1993:462704 Document No. 119:62704 Stroke prevention by losartan in 

stroke-prone spontaneously hypertensive rats. Stier, Charles T., Jr.; 
Adler, Lawrence A.; Levine, Seymour; Chancier, Praveen N. (Dep. Pharmacol., 
New York Med. Coll., Valhalla, NY, 10595, USA). Journal of Hypertension. 
11(3), S37-S42 (English) 1993. CODEN: J0HYD3. ISSN: 0263-6352. 

AB Treatment with the angiotensin II antagonist losartan 

at 30 mg/kg/day, orally, delayed the development of severe hypertension 

and prevented stroke in saline-drinking stroke-prone spontaneously 

hypertensive rats (SHRSP); doses of 10 mg/kg/day did not affect the 

hypertension but prevented the occurrence of cerebrovascular 

lesions until age .gtoreq.28 wk. These and other data are consistent with 

the theory that angiotensin II has an effect on the 

pathophysiol . of cerebrovascular lesion development in 

saline-drinking SHRSP and that losartan protects against such development 

in the absence of a blood pressure fall. 



